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PETITION UNDER 37 CFR $1 .705(d) FOR PATENT TERM ADJUSTMENT 



Sir: 

Patentees hereby respectfully petition under 37 CFR §1 .705(d) for a 330 day patent term 
adjustment for U.S. Patent No. 6.958.331 , which issued on October 25, 2005. This patent is not 
subject to a terminal disclaimer. The patent term adjustment is requested due to following 
relevant dates and circumstances: 

1 . On March 4, 2004. an Office Action was mailed to Patentee, indicating that claims 1 , 
3, 4, 12-14, 16 and 17 are allowed and that claim 18 is rejected, 

2. On March 3, 2004, prior to the mailing of the Office Action in #1 , Examiner initiated a 
telephonic interview with the Patentee. It is noted on the Examiner-Initiated Interview 
Summary that "Applicants agreed to limit claim 18 to the treatment of pain." 

3. On March 16, 2004, Patentees received a Notice of Allowance for Application No. 
0/009,009, indicating that the issue fee was due on June 1 6, 2004, a Notice of 
AllowabOity indicating that claims 1, 3, 4, 12-14 and 16-18 were allowed. The Notice 
of Allowability indicated that the communication was responsive to telephone 
interview of 3/3/04. 

4. On June 1 6, 2004. prior to the deadline for filing the Issue Fee, Patentees paid the 
Issue fee. 
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5. On July 26, 2004, Patentee filed a Communication in response to telephonic request 
from the U.S. Patent and Trademark Office on that day to supply legible copies of 
page 10 and 1 1 of the patent application. This Communication was not a response 
to any outstanding Office Action. 

6. On October 5, 2005, Patentees received an Issue Notification indicating an issue 
date of October 25. 2005, and a Patent Term Adjustment of 210 days. 

7. On October 25, 2005, U.S. patent No. 6,958,331 granted. 

In view of the above, Patentees request a Patent Temi Adjustment of 330 days as opposed to 
the 210 days indicated on the Issue Notification. Patentees would have been entitled to 389 
days pursuant to 37 CFR §1 .703(a). that being the total number of days based on: 

1 . 15 days - the number of days beyond 14 months from the filing date until the first 
Office Action time after 14 months. (Applicatbn was filed on December 20. 2001 and 
the first Office Action was mailed on March 7, 2003.); and 

2. 374 days - the number of days beyond 4 months from the payment of issue fee until 
patent grant (Issue fee was paid on June 16, 2004 and US 6,958,331 granted 
October 25, 2005.). 

This Patent Temn Adjustment of 389 days would be reduced under 37 CI=R §1 .704(b) by the 
number of days of delay due to actions by the Patentee, i.e., extensions in time to respond to 
Office Actions beyond the required period of reply. This reduction is believed to be limited to 59 
days based on a response filed on August 5, 2003. (Office Action was mailed on March 7, 2003 
and Response was filed on August 5. 2003 - 59 days beyond the three month period for reply). 

Accordingly, Patentees request a Patent Term Adjustment of 330 days (389 days - 59 days). 

It is believed that the PTO has improperly calculated the number of days for the reduction of the 
389 days available under 37 CFR §1 .703(a). Based on review of the prosecution, it appears 
that there is no action by Patentees that delayed prosecution for the 120 day difference between 
the Patent Term Adjustment noted on the Issue Notification and Patentee's calculafion above. 
Patentees believe that they should not be penalized for more than 59 days under 37 CFR 
1.704(b). 
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Please charge $200 to Deposit Account No. 19-0134 in the name of Novartis Corporation, this 
amount being the fee required by 37 CFR 1.18(e) for filing an application for patent term 
adjustment under §1 .705. Two additional copies of this page are appended. 



Ends.: Copy of: 

• Issue Notification dated October 5. 2005 

• Communication dated July 26, 2004 with replacement pages 10 and 1 1 

• Issue Fee dated June 1 6, 2004 

• Notice of Allowance and FeesDue dated March 16, 2004 

• Detemriination of Patent Temi Adjustment Under 35 USC 1 54(b) dated March 1 6, 2004 

• Notice of Allowability dated March 16, 2004 

• Examiner-Initiated Interview Summary 

• Office Action dated March 4, 2004 

• Office Action Summary 

• Amendment dated August 5. 2003 with Postcard receipt 

• Office Action dated March 7, 2003 

• Office Action Summary 



Date: December 21, 2005 




Respectfully submitted 



Novartis 



Corporate Intellectual Property 
One Health Plaza, Building 104 
East Hanover, NJ 07936-1080 



Attorney for Applicants 
Reg. No. 43,228 
(862) 778-7951 
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APPLICATION NO. 
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ATTORNEY DOCKET NO. 



CONFIRMATION NO. 
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1971 
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NOVARTIS 
CORPORATE INTELLECTUAL PROPER 
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ISSUE NOTIFICATION 

The projected patent number and issue date are specified above. 

Determination of Patent Term Adjustment under 35 U.S.C. 154 (b) 

(application filed on or aftCT May 29, 2000) 

The Patent Term Adjustment is 210 day(s). Any patent to issue from the above-identified application will 
include an indication of the adjustmem on the fi-ont page. 

If a continued Prosecution ApplicaUon (CPA) was fil^^^^ ~^Sf ' application, the filing date that 
determines Patent Term Adjustment is the fihng date of the most recent CFA. 

Applicant will be able to obtain more detailed infonnation by accessing the Patent Application Information 
Retrieval (PAIR) WEB site (http://pair.uspto.gov). 

o.Hinr, iht^ Patent Term Extension or Adjustment determination should be directed to the 
Any questions regarding the Patent term ^^lensiun . t jss^e publication fee 

305-8283. 

APPLICANT(S) (up to 18 Dames are included below, see PAIR WEB site http://pair.uspto.gov for additional applicants): 

Christopher Thomas Brain. London. UNITED KINGDOM; 

William Cantrell, San Antonio, TX; 
Andrew James Culshaw. London. UNITED KINGDOM; 

^widKarol Dziadulewicz. London. UNIT^K^DOM; 
Terance William Hart, London. UNITED KmCDOM; 
Ttaothy John Ritchie. London. UNITED KINGDOM; 

Liladhar Waykole. Succasunna. NJ; 
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IN THE UNITED STATES PATENT AND TRADEMARK OFFICE 



- IN RE APPLICATION OF 
BRAIN ETAL 
APPLICATION NO: 10/009.009. , 
FILED: DECEMBER 20, 2001 
FOR: BRADYKININ RECEPTOR ANTAGONISTS 

Attention: Janet Higgins 

U.S. Patent and Trademark Office 
2231 Crystal Drive 
Suite 910 

Arlington, VA 22202 



Art Unit: 1624 
Examiner: T. McKenzie 



COMMUNICATION 



Sir: 



As per our discussion by telephone today to supply you with, legible copies of pages 10 
and 11 of this application, enclosed are replacement pages 10 and 11 for your records. 

Please do not hesitate to call, if you have further questions. 

Respectfully submitted. 



Novartis 

Corporate Intellectual Property 
One Health Plaza, Building 430 
East Hanover, NJ 07936-1080 



idward J. WilMSz^r. 
Attorney forXpf5fi cants 
Reg. No. 5^:370 
(862) 778-7960 



Date: July 26, 2004 
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Compound 




m 


n 




5.23 


5-methylisoxazol-3-ylmethyl 


2 


0 


-CH3 


5.24 


2-methylthiazol-4-ylmethyl 


2 


0 


-CHs 


5.25 


-CH2CHC(CH3)2 


2 


0 


-CH3 


5.26 


.CH2CHCHCH3 


2 


0 


-CH3 


5.27 




2 


0 


-CH3 


5.28 


-CH2C4H7 


2 


0 


-CH3 


5.29 


-CH2CCCH3 


C. 


0 


-CH3 


5.30 


thiophen-3-ylmethyl 


2 


0 


-CH3 


5.31 


thiophen-2-ylmethyl 


2 


0 


-CH3 


5.32 


-CH2CCCH2CH3 


2 


0 


-CH3 


5.33 


. -CH(CH3)2 


2 


0 


-CH3 



r.HARACTEP I?^ING DATA . ^ . r ■ 1 

compounds of the above tables are foun d to exhibit the following HPLC retent.on data [m. n] 

■ 1 .^--i ..-x^- [xx\\n\ 



3" ^ " 



6-', -.5 



'j:*-12Pa 



;.Xi5-ji 



1.1 



[min] 



5.91' 



1.5" 



5.68* 



6.22* 



5.43* 



23.55*** 



5.24** 



25.93*** 



5.09** 



23.98*** 



23.89*** 



6.37* 



23.68'*' 



5.10** 



6.17***' 



5.28**'* 



No. 



16^ 



17 



18'V 



19-* 



-20^-^, 



22"- - 



2.2 -Ju. 



;.-.3.3s 



3;4;4 



4.95***** 




[min] 



7.17**' 



5.0*'*** 
5.7***** 



24.03*** 



4.6**** 



20.1*** 



5.1: -5 



22.6*** 



22.58**' 



27.57*' 



22.9*** 



5.03' 



5.8* 



5.83* 



3.4""* 



27^ H 



;4 30S-i 



5.2"- 



* 5.-3:-i; 



3 5.5' 



5-.6$5- 



- 5.8- J 



5.467* 



5.822* 



— ^ -"St::; * 



[min] 



24.95*** 



5.90* 



6.23* 



5.35* 



5.75* 



5.833* 



l:r?^5ri9'>*#; 



6.367* 



6.100* 



6.250" 



6.167" 



6.45* 



6.200* 



5.467 



6.167" 



5.900* 



6.338* 



,• -r5.i8-.-;;H 
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6.100* 



6.067* 



5.967* 



4.767* 
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- . 5 . 2-1/-4 ^ 
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,^5 5'.28.Bi 
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6.138* 



6.087* 



6.558* 



6.382* 



6.932* 



Cr5-.29va 



6.547* 



6.26* 



6.453* 
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[min] 




[min] 




[min] 




[min] 


1.2^,-. 


6.00*'** 




5.57* 


5.,12.:, 


6.9S8* 


-'•rl5.3:r 5^ 


C "7***** 


-\\z: -;c,-| 


6.4**** 


f/ 2'4> 4 


5.9* 


S'i"6ll3,. . 


6.983* 


\J,,:.5;32::, L^. 


5.7***** 




6.82**** 




23.82*** 


"'.5.14 . ■ 


7.03* 




6.510* 



HPLC conditions: 

*: Hypersil 3 micron C 18 BDS column! Gradient elution 10-100% MeCN in water (+0.1% 
TFA) oyer 10 min 

**: Kingsorb 50x4.6mm CI 8 column, Smicron particle size; flow rate 3ml/min; 90% water 
(+10mM NH,OAc 0.3% HCOOH) 10% MeCN to 100% MeCN over 10min 
Nuclepsil 5 micron C18 column. 25cm x 4.6mm. Gradient elution 10-100% MeCN in 
water (+0.1 % TFA) over 40 min 

Waters Symmetry 3 micron Cl8 column; 5 x 0.46 cm. Gradient elution. 10% to 100%. 
MeCN in water (+ 0.1% TFA) over 10 min 
: Kingsorb 3 micron C18 column. 30x4.6mm. gradient elution 10 % MeCN in water 
(+0.1% TFA) to 100% MeCN over 10 min 



Compounds of formula IIA wherein X\ and R'° have the above meanings and X is a 
divalent group of formula 




wherein R^* and independently are C,-C.alkyl or. together with the N-atom to which they 
are attached, represent a 5 to 7 membered heterocyclic ring, 

may be prepared applying known techniques, e.g. in accordance with the following reaction 
scheme: 
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Commissioner for Patents 
P.O. Box 1450 

Alexandria, Virginia 22313-1450 
(703) 746-4000 



RUCT 



'TIONS- This form should be u .'^ed for uansmining the ISSUE FEE and PUBLICATION FEE (»V%'^''"n'^L ri^l^d 
; 2n further coi^<pondence including the Palent. advance ciders and noiificaiion of "^^^"If^ance fees will be^m^^^^^ 
LCll conecied befow^^ directed oihlr^'isc in Block 1, by (a) specifying a new conespondence address; and/or (b) indicatm 



pnstu. o V , 

Jied unless conecied below 
:enance fee notifiCEiions, 



Blocks 1 through 4 should be completed where 
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g a sepaiale "FEE ADDRESS** for 
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APPLICATION NO. 




Note- A cenificaie of mailing can only be used for domestic mailings of the 
Fee(s) Tiansminal. This certificate cannot be used for any other Accompany ing 
papers. Each additional paper, such as an assignment or formal drawing, must 
have its own certificate of mailing or transmission. 

Certificate of Mailing or Transmission 

1 hereby certify that this FeeCs) Transminal is being deposited with the United 
Elates Postal Ser^'ice with sufficient postage for first class mail in an envelope 
addressed to the iMail Stop ISSUE FEE address above, or being facsimile 
tra nsmitted to the USPTO, on the date indicated below. 

Filing by L>:piess Mall 



FILING DATE 



(Dcposiioi** name) 



bee btamp JieXow: 



(Signature) 



(Date) 
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10/009.009 12/20/2001 Christopher Thomas Brain 

.E OF INVENTION: BRADYKJNIN RECEITOR ANTAGONISTS 
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1971 
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APPLN.TYPE 1 SMALL ENTITY 


ISSUE FEE 


1 PUBLICATION FEE 


1 TOTAL FEE(S) DUE | 


DA 1 h DUE 1 
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SI 330 


$0 


$1330 


06/16/2004 


EXAMINER 


ART UNIT 


1 CLASS-SUBCLASS 


1 




MCKENZIE, THOMAS C 


1624 


514-227800 







lance of correspondence address or indication of "Fee Address" (37 
1.3^63). . . ■ * 

1 Chanpe of correspondence address (or Change of Conespondence 
ddress form PTO.^B/122) anached. 

I "Fee Address" indication (or "Fee Address" Iridtcation form 
TO/SB/4*7; Rev 03-02 or more recent) attached. Use of a Customer 
umber is required 



names of up to 3 registered patent attorneys or 
agents OR. alternatively, (2) the name of a single 
firm (having as a member a registered anome>^ or 
agent) and the names of up to 2 registered patent 
anomeys or agents. If no name is listed, no name, 
will be printed. 



J Joseph J. Borovian 
2 E. Jay Wilusz 

^ 



SSiGNEE NAME AND RESIDENCE DATA TO BE PRINTED ON THE PATENT (print or type) 



when an assignment has 
ignment 



\) NAME OF ASSIGNEE 

Novartis AG Basel. Switzerland 

se check the appropriate assignee category or categories (will not be printed on the patent) ; Q individual 
Tie following fee(s) are enclosed: " 
> Issue Fee 

: Pobliwrtiiuii Fctt YQ 
I Advance Order - ^ of Copies 



5 corporation or other private group entity O government 



4b. Payment of Fee(s): 

□ A check in the amount of the fee(s) is enclosed. 

□ Payment by credit card. Form P rO-2U38 is attached. 

S The Director is hereby authorized by charge the required fee(s), or credit any overpayment, to 
Deposit Account Number^ 1 Q-O 1 3 A (enclose an extra copy of this form-). 



ctor for Patents is requested to apply the Issue Fee and Publication Fee (if any) or lo re-apply . any previously paid issue fee to the application identified above. 
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erest as -hown by the recoroi of the United States P^tr«f and Trademark Office. 


is collection of information is required by 37 CFR 1 -3 U ^e mfor^at.on is '^q^'^^d to 
t?;n nr retain a benefit by the public which is to file (and by the USPTO o process) an 
S kafiorConfiden"^^^^^^^^ governed by 55 U.S.C. 122 and 31 CFR l.H. Th.s collection ,s 
^ma'ed ti take 12 minutes to complete, including gathering prepanng, and subrrimmg the 
m^le?ed application form to the OSPTO. Time ^^^ll vary depending upon the individual 

;ND TO: Commissionet for Patents. Alexandna.Viiginia22313-l4SU. . 

,der the Papeovork Reduction Act of 1995. no persons are required to respond to a 
lleciion of information unless it displays a valid OMB control number. 


Express I/.aii Ubel Numtier i 
Dale of Deposit 



)L-85 (Rev. 1 1/03) Approved for use through 04/30/2004. 



OMB 065 1-0033 U.S. Patent and Trademark Office; U.S. DEPARTMENT OF COMMERCE 



9 




United States Patent and Trademark Office 



001095 




L'MTllD STATES DEPAKTMENT OF COMMERCE 
United States Patent and Trademark Office 
Address: COMMISSIONER FOR PATENTS 
P.O. Box 1450 

Alexandria, Virginia 22313-14S0 
www.uspio^ov 



TICE OF ALLO\^ 

03/16/2004 • /i^ 

CO 



THOMAS HOXIE 

NOVARTIS, CORPORATE INTELLECTUAL PROPERT* 
ONE HEALTH PLAZA 430/i 
EAST HANOVER, NJ 07936-1080 




APPLICATION NO. 



FILING DATE 



FIRST NAMED INVENTOR 
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10/009,009 12/20/2001 Christopher Thomas Brain 

TITLE OF INVEMTION: BRADYKINHSI RECEPTOR ANTAGONISTS 



4-30972A 



1971 



APPLN. T^TE 



SMALL ENTITY 



ISSUE FEE 



PUBLICATION FEE 



TOTAL FEE(S) DUE 



DATE DUE 



nonprovisional 



NO 



SI 330 



$0 



$1330 



06/16/2004 



THF APPLICATION IDENTIFIED ABOVE HAS BEEN EXAMINED AND IS ALLOWED FOR ^SSUANJTE A^ 
^^.ocr^^^T^^^^^ this NOTICE OF ALLOWANCE IS NOT A GRANT OF PATENT RIGHTS. 

IZTa^fIi?^ ^ FROM ISSUE AT THE INITIATIVE OF THE OFFICE OR UPON 

PETITION BY THE APPLICANT. SEE 37 CFR 1.313 AND MPEP 3308. 

i9c:iTF FFE AND PUBLICATION FEE (IF REQUIRED) MUST BE PAID WITHIN THREE MONTH? FROM THE 

BE REGARDED AS ABANDONED. 
HOW TO REPLY TO THIS NOTICE: 

L Review ihe SMALL ENTITY status shown above. 

If the SMALL ENTITY is shown as YES, verif/ your current 

SMALL ENTITY Status: 

A. If the Status is the same, pay the TOTAL FEE(S) DUE shown 
above. 

B IT the siatus is changed, pay the PUBLICATiON FEE (if 
required) and twice the amount of the ISSUE FEE shown above 
and notify the United States Patent and Trademark Office of the 
change in status, or 



If the SMALL ENTITY is shown as NO: 
A. Pay TOTAL FEE(S) DUE shown above, or 

B If applicant claimed SMALL ENTITY status before, or is now 
claiming SMALL ENTITY status, check the box below and enclose 
the PUBLICATION FEE and 1/2 the ISSUE FEE shown above. 

□ Applicant claims SMALL ENTITY status. 
See 37 CFR 1.27. 

TT PART B . FEE(S^ TRANSMITTAL should be completed and returned to the United States Patent and Trademark Office (USPTO) wiUl 
LrlSuE fS and PUBLICA^ FEE (if required). Even if the fee(s) have already been paid. Part B - Fee(s) Transmittal shouhj be 
complS and f^^^^^^ If you are charging the fee(s) to your deposit account, section '•4b" of Part B - Fee(s) Transmittal should be 
completed and an extra copy of the form should be submitted. 

m. AW communications regarding this application must give the application number. Please direct all communications prior to issuance to 
Mail Slop ISSUE FEE unless advised to the contrary. 

payment of 



IMPORTANT REMINDER: Utility patents issuing on applications filed on or after Dec 12, 1980 may require 
maintenance fees. It is patentee's responsibility to ensure timely payment of maintenance fees when due. ^ ^ 
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CONFIRMATION NO. 
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12/20/2001 
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1971 



03/16/2004 



001095 7590 

THOMAS HOXIE 
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EXAMINER 



MCK£N2IE, THOMAS C 



ART UNIT 



PAPER NUMBER 



1624 



DATE MAILED: 03/16/2004 




Deierniiiiiiiion of Patent Term Adjustment under 35 U.S.G. 154 (b) 
. (application filed on or after May 29, 2000) 

The Patent Tenn Adjustment to date is 0 dayCs). If the issue fee is paid on the date that is three months after the 
mailing da^^^ of this notice and the patent issues on the Tuesday before the date that is 28 weeks (six and a half 
months) after the mailing date of this notice, the Patent Term Adjustment will be 0 day(s); 

If a Continued PTolccaiion Application (CPA) was filed in the above-identified application, -the filing date that 
determines Patent Term Adjustment is the filing date of the most recent CPA. 

AppJicant will be able to obtain more detailed information by accessing the Patent Application Information Retrieval 
(PAIR) systerri (http://pair.uspto.gov). 

Any questions regarding the Patent Term Extension or Adjustment determination should be directed to the Offiff of 
Patem Legal Administration at (703) 305-1383: Questions relating to issue pubhcation payments should.be 
directed to the Customer Ser%^ice Center of the Office of Patent Publication at (703) 305-8283. . 
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Application No. 
10/009.009 


Applicant(s) 
BRAIN ET AL. 


Examiner 

Thomas McKenzie, Ph.D. 


Art Unit 

1624 





initiative 




The MAILING DATE of this corrnmm^tlcn appears on the cover sheet with the correspondence address- 
claims being allowable. PROSECUTION ON THE MERITS IS (OR REMAINS) CLOSED in this application. If not included 
ewith (or previously mailed), a Notice of Allowance (PTOL-85) or other appropriate communicatjon will be mailed in due course^ THIS 
TICE OF ALLOWABILITY IS NOT A GRANT OF PATENT RIGHTS. This application is subject to withdrawal frorru 
he Office or upon petition by the applicant. See 37 CFR 1 .31 3 and MPEP 1 308. 

El This comrnunication is responsive to TELEPHONE INTERVIEW OF 3/3/04. 
Si The allowed claim{s) is/are 1.3.4.12-14 and 16-18 . 
I] The drawings filed on are accepted by the Examiner. 

□ Acknowledgment is made of a claim for foreign priority under 35 U.S.C. § 119(a)-(d) or (f). 

a) □ All b) □ Some* c) □ None of the: 

1. □ Certified copies of the priority documents have been received. ■ 
' 2. □ Certified copies of the priority documents have been received in Application No. : — . 

3. □ Copies of the certified copies of the priority documents have been received in this national stage application from the 
International Bureau (PCT Rule 17.2(a)). 
^ Certified copies hot received: . 

pplicant has THREE MONTHS FROM THE '^MAILING DATE" of this communication to file a reply complying with the requirements 
Dted below. Failure to timely comply will result in ABANDONMENT of this application.. 
HIS THREE-MONTH PERIOD IS NOT EXTENDABLE. 

□ A SUBSTITUTE OATH OR DECLARATION must be submitted. Note the attached EXAMINER'S AMENDMENT or NOTICE OF 
INFORMAL PATENT APPLICATION (PTO-152) which gives reason(s) why the oath or declaration is deficient. 

□ CORRECTED DRAWINGS ( as "replacement sheets") must be submitted. * 

(a) □"including changes required by the Notice of Draftsperson's Patent Drawing Review ( PTO-948) attached 
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AMENDMENTS TO THE SPECIFICATION 



^ Please replace the "original" Abstract with the "new" Abstract (attached hereto as a 
separate page) as Page 30 of the specification. 
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AMENDMENTS TO THE CLAIMS 



This listing of claims will replace all prior versions, and listings, of claims in the application: 
Listing of Claims : 



Claim 1 (original): A compound of formula lA 

O ' 1 

II ^ 
— C— X— S— X— NH-CHrCH 

II II 
O O 



R" 



,9 



(lA) 



wherein 



R^* is -X^-R^* or -N(R^^)R^\ wherein 

X'^ is piperidinylene or piperazinylene, ■ 

R^* is H, C-C^aikyl, C3- C^aikenyl. C3- C^elkinyl. C-C^Calkoxyalkyl), Ci-C4(carboxyaikyI). a 
Cs-Crheterocyclic group or phenyl- Ci-C4elkyl; 



R®* is H, Ci-C4alkyl or has the meanings as given for R^*; 

XMs a divalent group of formula lA' — (CHj^^^X^— (CH^X'-N— wherein 

n is zero or 1 ; 
: is CH or N; 

(a) X" is a direct bond. R^* and R"* together are ethylene and m is 2; or 

(b) X" is a direct bond, R^* is H, Ci-C^alkyl.Ca-CecycIoalkyl. Ca-Cealkenyl, Ca-Ceaikinyl. C7- 
Cosralkyl, or Ce-CgheteroaralkyI, R"* is H and m is 1 or 2 or 3; or 



X^ is CH or N; and 

R'^ is Ci-C^alkyl, Ca-CecyclcalkyI or -NR'^'R^, wherein 

R'^ and R^* independently are d-C^alkyl or. together with the N-atom to which they are 

attached, represent a 5 to 7 membered heterocyclic ring; and . 
R^ and R^° independently are a phenyl or pyridine ring; • , 
and salts thereof. 

im 2 (cancelled). 



R^^ is amiino-Cs-C^alkyi or mono- or di-(Ci-C£,alkyl)amino-C2-C5alkyl, and. 
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Claim 3 (origirial): A compound of formula I 



H 



r' — N 



O 




NH-CHjCH 




(I) 



wherein , . 

and independently are Cn-C,alky! or. together with the N-atom to which they are 
attached, represent a 5 to 7 membered heterocyclic ring; 

(a) r3 and together are ethylene and m is 2; or 

(b) R^ is H. Ci-C^slkyl. Cs-CTcycloalkyI or phenyl-Ci-C^alkyl, R" is H and m is 1 or 2 or 3; 

n is zero ro 1 ; and 

R= is -X-RV -N(R^)R". wherein 

X is —>\ , . 

R^is Ci-C.alkyl. Ca-C.alkenyl. Ca-C^alkinyl, Ci-C,(alkoxyalkyl). Ci-C4(carboxyalkyI), a 

C5-C7heterocyclic group or phenyl-Ci-Qalkyl; 
R^is amino-C2-C,elkyl or mono- or di-(Ci-C55lkyl)amino-C2-C5alkyl. and 

R^is H. Cn-C^alkyl or has the meanings as given for R^ 
and salts thereof. 

Claim 4 (original): A compound according to claim 1 which is {2-(2.2-diphenyl-ethylamino> 
5-[4-(4-isopropy!-piperazine-1-carbonyl)-piperidine,-1-sulfonyl]-phenyI}-morphoIin-4-yl- 
methanone. or {2-(2,2-diphenyl-ethylamino)-5-I4-(4-methyl-piperazine-1-carbonyl)-piperidine-1- 
Eulfonyl]-phenyl}-morphoIin-4-yl-methanone. 



Claims 5-11 (cancelled). 

XIaim 12 (new). The compound 2-(2.2-diphenylethyl3mino)-5-(4-aminocarbonyl-piperidine-1- 
sulfonyl)-benzoic acid amide or a 2-(2,2-diphenylethylamino)-5-(aminocarbonyl-C2-C4alkylene- 
amincsulfonyO-benzoic acid amide compound, or a salt of said compounds. 

Claim 13 (new). A process for preparing a compound of formula lA according to claim 1 which 
comprises: 1) in a first step, reacting a compound of formula IIA. 

O .08 



HO^C— X— S— X— NH-CHjCH 
II II ^, 



(IIA) 



where X\ X^ R^and are as defined in claim 1, with thicnyl chloride and a catalytic amount of 
dimethylformamide to obtain the corresponding acid chloride compound; and 2) in a second 
step, coupling the acid chloride compound obtained in the first step by adding it to an amine to 
obtain the desired compound of formula lA in free base or. if desired, salt form. 

Claim 14 (new). A process for preparing a com.pound of formula I according to claim 3 which 
■ comprises: 1) in a first step, reacting a compound of formula II 





HO 

Ic-iCH^^C-iCl^.^^H-S^ ^^^.H.CH,>CH _ {II) 
^ . O 

where R\ R\ R^' R^ m and n are as defined in claim 3. with thicnyl chloride and a catalytic . 
amount of dimethylformamide to obtain the corresponding acid chloride compound; and 2) in a 
second step, coupling the acid chloride compound obtained in the first step by adding it to an 
amine to obtain the desired compound of formula I in free base or. if desired, salt form. 

Claim 15 (new). A method of treating a disease which is responsive to the antagonism of 
bradykinin activity comprising admiinistering to a miammal in need of such treatment a 
therapeutically effective amiount of a compound according to claim 1. or a pharmaceutically 
acceptable salt thereof. 

Claim 16 (new). A pharmaceutical com.pcsition comprising a pharmaceutically acceptable 
carrier and a therapeutically effective amount of a compound according to claim 1 , or a 
pharmaceutically acceptable salt thereof. 

Claim 17 (nev*/). A compound having the formula . 

O „9 
II 

R^— C— X— S— X— NH-CHjCH 
II II 

o o 

wherein 

R^'^ is -X*-R^* or -N(R^'^)R^*, wherein 
X* is piperidinylene or piperazinylene,. 

R'* is H, C,-C,alkyl. Ca-C.alkenyl. Ca-C.alkinyl. C-C^CsIkcxyalkyl). CrC^Ccarboxyalkyl). a 

Cs-Cjheterocyclic group or phenyl- Ci-C^alkyl; 
R^* is amino-Cz-C^aikyl or mono- or di-(Ci-C5alkyl)amino-C2-Csalkyl. and 
R^* is H, Ci-C^alkyl or has the meanings as given for R^^ 
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is a divalent group of formula lA' — {CH^x'—iCH^x-H — wherein 

n is zero or 1; 
X^isCHorN; 

(a) X^ is 3 direct bond, R^^ and R^^ together are ethylene and m is 2; or 

(b) X^ is a direct bond, R'^ is H, CTC.alkyl. v.'hich may be unsubstituted or substituted by 
halogen, Ca'CecycloalkyI or apy'l. Cs'Cecycloalkyi, Ca-Cealkenyl, Cs-Ceatkinyl, Cy- 
C-.o£ra!kyI, u'hich may be unsubstituted or substituted by halogen, methcxy, nitro or d- 
C^alkyl which may be unsubstituted or substituted by halogen, or Ce-Cgheteroaralkyl, 
which miay be unsubstituted or substituted by CrC^alkyl. R^^ is H and m is 1 or 2 or 3; or 

(c) X^ is -CH(R'^)-. R^"" is H and R'^ and R'^ together are propylene and m is 1. or ethylene 
and m is 2; ■ 

c{C)R^^ . • 

X^ is a divalent group of formula lA" — <f V— • v^herein 

. X^ is CH or N; and 

R'' is Cn-C^alkyl, Cs-CecycloalkyI or -NR'^R^^, wherein 

R'^ and R^^ independently are Ci-C^alkyl or, together with the N-atom to which they are 
attached, represent a 5 to 7 membered heterocyclic ring; and 
R^ and R'° independently'are a phenyl or pyridine ring, both of which may be unsubstituted or 

substituted by one or more halogen atoms; 
and salts thereof. 



REMARKS/ARGUMENTS 

A favorable reconsideration of this application is respectfully requested in view of the 
foregoing amendments and the following remarks. 

Applicants acknowledge the Examiner's detailed critique of the instant specification and 
the "original" claims and gratefully appreciate the suggestions proposed by the Examiner for 
expediting prosecution, of which m.any. if not all. have been adopted in this Amendment. 

By the foregoing amendment to the specification, the "original" Abstract has been 
replaced by a "new" Abstract. 

Claims 1-1 1 were presented for examination, and Claim^s 1. 3, 4 and 12-17 are now 
present in the case. 

Claim 2 has been cancelled and replaced by "new" Claim 12. 

Claims 5 and 6 have been cancelled and replaced by "new" Claim.s 13 and 14, 
respectively. 

Claimis 7-9 have been cancelled without replacement. 

Claims 10 and 11 have been cancelled and replaced by "new" Claims 15 and 16, 
respectively. 

"New" Claim 17 has been added, support for which m«ay be found in Claim 1 coupled 
with the disclosure on Page 2, lines 3-11. 

The Examiner's objection to the "original" Abstract is believed to have been overcome by 
the submission of a "new" Abstract which is believed to be more acceptable. 

The Examiner's objection to Claim 8 under 37 CFR 1.75 as being a duplicate of Claim 1 
is believed to have been mooted by the cancellation of said claim. 

The Examiiner has rejected Claim 2 under the second paragraph of 35 USC 1 12 as being 
"indefinite". This rejection is believed to have been overcome by the cancellation of Claim 2 and 
its replacement with "new" Claim 12. 

Claim.s 5 and 6 (inadvertently referred to by the Examiner as Claims 5-7) have been 
rejected under the second paragraph of 35 USC 1 12 as being incomplete for omitting essential 
steps. This rejection is believed to have been overcome by the cancellation of Claims 5 and 6 
and their replacement with "new" Claims 13 arid 14. respectively. 




The Examiner's rejection of Claim 7 under the second paragraph of 35 USC 1 12 as 
being "indefinite" is believed to have been mooted by the cancellation of said claims. 

The Examiner's rejection of Claims 8 and 9 under 35 USC 101 as being "non-statutatory" 
is believed to have been mtooted by the cancellation of said claims. 

The Examiner has rejected Claims 10 and 11 under the second paragraph of 35 USC 
112 as being "indefinite". This rejection is believed to have been overcome by the cancellation 
of Claims 10 and 1 1 and their replacement with "new" Claims 15 and 16. More particularly, the 
passage "a disease or condition in which bradykinin Bi receptor activation plays a role or is 
implicated" objected to by the Examiner has been replaced by a m.ore acceptable passage in • 
"new" Claim 15 , v.'hereas all language relating to its intended use has been excluded from 
"new" Claim 16. 

Lastly, the Examiiner has rejected ClaimiS 9-11 under the first paragraph of 35 USC 1 12 
for lack of enablement. Although the Examiiner acknowledges that the instant specification is - . 
enabling for preventing pain, he contends that it is not enabling for preventing any other 
diseases. In this connection, the tenor of the Examiner's comments regarding this rejection 
appears to revolve around the termis "prevention" and "preventing" \vhich appear in said claims. 

First of all, Claim 9 has been cancelled. Secondly, Claim 10 has been replaced by "new" 
Claim 15, Vw'hich claim is believed to contain a more acceptable passage and does not contain ■ 
the term "prevention" and "preventing". Thirdly, Claim 1 1 has been replaced by "new" Claim 16, 
which claim is devoid of any "use" language. Hov^^ever, to the extent that this rejection has not 
been overcome by the cancellation of Claim 9 and the replacem.ent of Claims 10 and 1 1 with 
"new" Claims 15 and 16, respectively, then this rejection is traversed. 

Since the instant specification discloses a test method which is utilized for determining 
the usefulness of a compound as a bradykinin Bi receptor antagonist (see, in this connection, 
Page 19. line 1 to Page 20, last line), coupled with the test results set forth on Page 20. last four 
lines, it is clear that all of the compounds of the instant claimiS exhibit bradykinin Bi receptor 
antagonist activity and. therefore, share the same pharmacolooical reactivity. Accordingly, there 
can be no question that one skilled in the art would conclude that all of the compounds 
embraced by the instant claims would be useful in treating all diseases responsive to the 
antagonism of bradykinin activity, i.e.. those disclosed in the instant specification, those 
disclosed in the literature and heretofore undisclosed indications which respond to the 
antagonism of bradykinin activity. 

In view of the foregoing, it is clear that there is simply no basis for "lodging" a "non- 
enabling" rejection under the first paragraph of 35 USC 112 against "new" Claims 15 and 16. 
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Applicants sdditionclly acknovw^ledge the Examiner's indication that Claims 1, 3 and 4 are 
allowed. However, in viev^ of the foregoing amendments and remarks, it is Applicants* belief 
that "new" Claims 1 2-17 are allowable. 

All of the objections and rejections of record having been overcome, the instant 
application is deemed to be in condition for allowance, and an early notice to that effect is 
earnestly solicited. 

Six "nev/' claims were added by this Am.endmient, including two independent claims. 
Although the total number of claim.s now present in the case does not exceed the highest 
num.ber previously paid for, the total numiber of independent claims exceeds the highest number 
previously paid for by one. fv^oreover, since this Amiendmient Vw-ill be deemed to have been filed 
more than four months from, but v^ithin five mionths of, the date of the Office Action (i.e., March 
7, 2003), it is respectfully requested that the period for filing a response to said Office Action be 
extended by two months. Please charge the $64.00 required by 37 CFR 1,1 6(b) for an extra 
independent claim and the 5410.00 required by 37 CFR 1,1 7(a)(2) for a two-month extension of 
time, i.e., a total fee of S4S4,00, to Deposit Account No. 19-0134 in the name of Novartis 
Corporation. In this connection, an additional copy of this page is appended. 

Respectfully submitted, 

Novartis 

Corporate Intellectual Property 
One Health Plaza, Building 430 
East Hanover, NJ O7S36-1080 

JJB/pk 

Ends.: "new" Abstract page - 
extra copy of this page 
postcard 

Date: August 5. 2O03 
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/cants 
Reg. Nor^,631 . 
(662)778-7801 
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Abstract 



The invention relates to sulfonyl amine derivatives of formula lA 



O • r9 

It / 
r'*— C— X— S — X— NH-CHrCH (lA) 

II II . V 

o o 

wherein R"^, X\ end R'° are as defined herein, which derivatives are useful as bradykinin 

Bi receptor antagonists. 
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- If NO period for reply is specified above, the maximum statutory period wit! apply and will expire SIX (6) MONTHS from the mailing date of this commun.cation. 

- Failure to reply within the set or extended period for reply will, by statute, cause the application to become ABANDONED (35 U.S.C. § 133). 

- Any reply received by the Office later then three months after the mailing date of this communication, even if timely filed, may reduce any 
earned patent term adjustment. See 37 CFR 1.704(b). 

Status 

. 1 )S Responsive to communication(s) filed on 20 December 2001 . 

• 2e)n This action is FINAL. . 2b)K This action is non-final. ■ 

3)0 Since this application is in condition for ailovv'ance except for formal matters, prosecution as to the merits is 
closed in accordance with the practice under Ex parte Quayle, 1935 CD. 11, 453 O.G. 213. 

Disposition. of Claims 

■ 4)13 C!aim(s) 1-11 is/are pending in the application. 

4a) Of the above claim(s) is/are withdrawn from consideration. 

5) S C!aim(s) 1.3 and 4 is/are allowed. 

6) S Claim(s) 2 and 5-11 is/are rejected. 
?)□ Claim(s) is/are objected to. 

£•)□ Claim(s) are subject to restriction and/or election requirement. 

Application Papers 

9)S The specification is objected to by the Examiner. 
1 0)0 The drawing (s) filed on - is/are: a)^ accepted or bjD objected to by the Examiner. 

Applicant may not request that any objection to the drawing(s) be held in abeyance. See 37 CFR 1 .85(a). 

11 )□ The proposed drawing correction filed on is: a)^ approved b)^ disapproved by the Exanniner. 

If approved, corrected drawings are required in reply to this Office action. 
12)n The oath or declaration is objected to by the Examiner. ■ • 
Priority under 35 U.S.C. §§ 119 and 120 

13.)S Acknowledgment is made of a claim for foreign priority under 35 U.S.C. § 1 19{a)-(d) or (f). 
a)S All b)n Some * cO None of: 

1 Certified copies of the priority documents have been received. 
■ 2.n Certified copies of the priority documents have been received in Application/No. . 

3.^ Copies of the certified copies of the priority documents have been received in this National Stage 
application from the International Bureau (PCT Rule 17.2(a)). 
* See the attached detailed Office action for a list of the certified copies not received. 

14) n Acknowledgment is made of a claim for domestic priority under 35 U.S.C. § 1 1 9(e) (to a provisional application). 

a) □ The translation of the foreign language provisional application has been received. 

15) n Acknowledgment is made of a claim for domestic priority under 35 U.S.C. §§ 120 and/or 121. 
Attachment(s) 

1) S Notice of References Cited (PT0.892) 4) □ Interview Summary (PTO-4 13) Paper No(s). . 

2) □ Notice of Draftsperson's Patent Drawing Review (PTO-S48) 5) □ Notice of Informal Patent Application (PTO-152). 

3) S Information Disclosure Statement(s) {PTO-1449) Paper No(s) 8 . 6) Q Other: 
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